The primary objective of this prospective observational study was to evaluate changes in self-reported disability in patients with anxiety or mood disorders 3 months after initiating antidepressant treatment. Methods: This study included 8396 patients consulting 2433 general practitioners in France for a major mood episode, generalized anxiety disorder, social anxiety disorder, panic disorder, or obsessive-compulsive disorder. Treatment was initiated with the antidepressant that the physician considered appropriate. Patients were evaluated with the Sheehan Disability Scale (SDS), Hospital Anxiety and Depression Scale, and Clinical Global Impression-Severity (CGI-S) at baseline and after 6 and 12 weeks. Results: At 12 weeks, 6617 patients (78.8%) were evaluable. At inclusion, the mean SDS subscores were 6.5 ± 2.2 on the work/school activities dimension, 6.8 ± 1.9 on the social activities dimension, and 6.5 ± 2.0 on the family life dimension. At the 12-week follow-up visit, the mean change in score on these three dimensions was −3.9 ± 2.6, −4.2 ± 2.5, and −4.0 ± 2.5, respectively. At the 12-week follow-up visit, 90.0% of patients were responders (defined as patients whose SDS dimension scores decreased by at least one point) on the work/school SDS subscores; 92.8% were responders on the social life SDS subscores, and 91.1% were responders on family life/ home responsibilities SDS subscores. Functional remission (defined as an SDS subscore of 0 at study end) rates were 18.0% for the work/school dimension, 16.8% for the social activities dimension, and 19.5% for the family life dimension. Using a cutoff of #2, remission rates were 56.8%, 55.0%, and 58.0%, respectively. Improvements in self-rated disability were correlated with improvements in symptoms measured with clinician-rated CGI-S. Conclusion: Patients consulting for anxiety or mood disorders report significant disability, which can be effectively reduced by antidepressant treatment.
Introduction
Anxiety and mood disorders are the most frequent mental disorders identified in most epidemiological surveys of mental health conducted in the general population. 1 The World Health Organization (WHO) World Mental Health Survey (WMH) initiative, which has collected data on the epidemiology and burden of mental disorders in 28 countries using a standardized methodology, has reported worldwide 12-month prevalence rates of around 6% for mood disorders and around 11% for anxiety disorders. 1 In France, a general population survey carried out within the framework of the WMH survey identified a 12-month prevalence rate of mood, anxiety, and alcohol use disorders of 18.9%, of which the most frequent individual disorder was major depressive disorder, with a 12-month prevalence rate of 7.4%. 2 The lifetime prevalence rates for mood and anxiety disorders in this study were 24.1% and 22.4%, respectively. These figures place France among the countries with a relatively high prevalence of these disorders. In addition, comorbidity between mood and anxiety disorders is high. For example, in the European Study of the Epidemiology of Mental Disorders in six European countries, 53% of individuals with major depressive disorder, 69% of those with generalized anxiety disorder, and 64% of those with panic disorder presented with another mood or anxiety disorder. 3 Similar findings have been reported by the US 4 and Australia. 5 The extensive comorbidity between mood and anxiety disorders has inspired consideration of a more dimensional approach to the classification of these disorders, and it is anticipated that this will be one of the innovations in the revised Diagnostic and Statistical Manual of Mental Disorders Fifth Edition (DSM-V) diagnostic criteria currently in preparation. 6 In addition to being common, mood and anxiety disorders are also disabling. Indeed, the WHO Global Burden of Disease report identified unipolar mood disorders as the third most disabling disease after lower respiratory infection and diarrheal disease, in terms of years of healthy life due to poor health or disability. 7 In the WMH surveys, disability has been assessed using a self-reported rating scale, ie, the Sheehan Disability Scale (SDS). 8 The proportion of individuals reporting severe disability ranged from 48.4% for panic disorder to 65.8% for major depressive disorder, which was higher than for all the physical disorders evaluated, including chronic pain (40.9%), arthritis (23.3%), and cancer (16.6%) . 8 This disability is associated with reduced productivity 9, 10 and impaired quality of life, 11, 12 emphasizing the significant social burden of mood and anxiety disorders. The relevance of disability and its evaluation is expected to be another theme of the forthcoming DSM-V Text Revision classification of psychiatric disorders. 6 Several randomized clinical trials have used the SDS as an outcome measure to evaluate the impact of antidepressant treatment on self-reported disability in patients with major depressive disorder or various anxiety disorders, as reviewed by Sheehan and Sheehan in 2008 . 13 These have generally reported reductions in mean SDS disability scores within 12 weeks of initiation of antidepressant treatment. Changes in mean scores and the distribution of scores between different disability levels in placebo-controlled trials have consistently favored antidepressant treatment over placebo. 13 Nonetheless, information on the impact of antidepressant treatment on disability in everyday treatment settings is sparse, and few naturalistic treatment studies of antidepressants have measured disability as an outcome. For this reason, we undertook a large naturalistic study of disability in patients with mood or anxiety disorders who initiate treatment with an antidepressant in primary care in France, known as DéPasS (Depression, Anxiety and Disability: patient follow-up in general practice). The primary objective of the study was to evaluate the change in self-reported disability in patients with anxiety or mood disorders 3 months after initiating antidepressant treatment.
Materials and methods
This was a prospective, observational study conducted in a naturalistic primary care treatment setting in France between March 2009 and February 2010.
Investigators
The study investigators were randomly selected from a representative list of 30,000 general practitioners, who, in turn, were identified from an exhaustive list of all general practitioners licensed by the national medical association in France and in active practice (Cegedim OneKey registry). All physicians were contacted by mail and invited to participate in the study. Physicians wishing to participate were provided with the study documentation by mail. No attempt was made to follow up physicians who failed to reply.
Patients
It was anticipated that each participating general practitioner would include around four eligible patients who spontaneously consulted for an anxiety or mood disorder during the 3 months following receipt of the study documentation. Adult patients ($18 years old) presenting with any of the following diagnoses were eligible for the study: major depressive disorder, generalized anxiety disorder, social anxiety disorder, panic disorder, or obsessive-compulsive disorder. These diagnoses were made by the physician based on their experience and clinical judgment. The DSM-IV Text Revision diagnostic criteria (American Psychiatric Association, 2000) for the diagnoses of interest were provided to all participating general practitioners, together with the study protocol. Only patients for whom the general practitioner had decided, either prior to or during the index consultation, to prescribe an antidepressant treatment were included. Patients were required to possess the necessary cognitive and linguistic skills to be able to complete the questionnaires, and to provide their verbal consent to participate in the study. Patients who were currently participating in a clinical research study were excluded from the study.
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Target sample size
The number of patients to be included was determined by a priori power calculations. In order to estimate response rates on the SDS at 3 months with a 95% confidence interval of 4.5% for a frequency of 50% in each diagnostic subgroup and a two-sided α risk of 0.05, it would be necessary to evaluate at least 474 patients with each of the diagnoses of interest. Assuming a dropout rate of 20% over the 12-week follow-up period, it would be necessary to include 593 patients in order to have 474 patients evaluable by diagnosis at study end. Based on the published relative prevalence of anxiety and mood disorders in France, 2 panic disorder would be expected to be the least represented of these disorders in patients consulting a general practitioner, accounting for 9% of patients. Thus, in order to ensure inclusion of around 593 patients with panic disorder, it would be necessary to include 6588 patients with anxiety or mood disorders.
Given that each participating investigator was expected to include a minimum of two patients with an anxiety or mood disorder within 3 months, 3000 participating general practitioners would be required. Overall, 30,000 general practitioners were contacted, assuming a positive response rate of ,15% and that three-quarters of physicians who accepted to participate would actually include patients.
Study procedures
Data were collected at the index consultation (inclusion visit) and at two follow-up consultations about 6 and 12 weeks after the index consultation. A window of ±2 weeks was considered acceptable for the 6-week visit and a window of ±3 weeks for the 12-week visit. These visits were programmed as part of the routine follow-up of patients, and no additional protocol-specified study visit was imposed. The choice of antidepressant and treatment modalities, such as dose, was made by the investigator. If the treatment was discontinued before the end of the 12-week follow-up period, this was to be documented, but the patient was still followed and evaluated.
Data collection
Data were collected either on a paper questionnaire or through a web-based interface, according to the physician's preference. At the inclusion visit, the investigator collected data on sociodemographics, medical history, psychiatric diagnosis, and prescription of antidepressants and other psychotropic drugs. The investigator completed the Clinical Global Impression-Severity (CGI-S) rating scale 14 at each study visit and the Clinical Global Impression-Improvement (CGI-I) rating scale at the 6-week and 12-week study visits. In addition, patients completed two questionnaires, the SDS 15 and the Hospital Anxiety and Depression Scale (HADS), 16 at each study visit.
Outcome measures
The primary outcome measure was the mean change in SDS subscale scores between inclusion and 12 weeks. This patient-reported outcome measure assesses functional impairment in three domains, namely work/school activities, social activities, and family life. For each dimension, the patient rates the extent of impairment over the previous week due to their symptoms on a 10-point visual analog scale, where 0 represents no impairment and 10 represents extreme impairment. The SDS also collects information on the number of days off school/work (or unable to carry out activities of daily living) and the number of days of impaired productivity during the previous week. The proportion of patients scoring $ 7 on each dimension score, corresponding to marked impairment, and the proportion of responders, defined as patients whose SDS dimension scores decreased by at least one point, 13 were also determined. Functional remission was defined using two cutoffs at study end, namely an SDS subscore of 0 and a subscore of #2. 13 It should be noted that, for this analysis, patients with missing data were excluded from the denominator. This was required in order to have comparable values across the three dimension scales because patients not in employment for reasons other than their anxiety or mood disorder are de facto counted as missing for the work/school dimension.
Secondary outcome measures were the change in mean score on the HADS anxiety and depression dimensions between inclusion and 12 weeks, mean change in score on the CGI-S between inclusion and 12 weeks, and the CGI-I score at 12 weeks. The HADS is a patient-reported outcome measure assessing the severity of anxiety and mood symptoms. It has 14 items, seven relating to anxiety and seven to depression, each of which is scored on a four-point Likert scale. Possible scores for each dimension range from 0 to 28, with a higher score reflecting greater severity. A score $ 8 on either dimension corresponds to clinically relevant symptoms. The CGI-S and CGI-I scales are scored on seven-point Likert scales rated by the investigator. Response was defined as a score of 1 or 2 on the CGI-I at 12 weeks, and remission as a score or 1 or 2 on the CGI-S at 12 weeks. In addition, outcome at 6 weeks was assessed using all three outcome measures.
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Statistical analysis
The primary analysis was an observed cases analysis of the per-protocol set performed for all patients included into the study without protocol violations and for whom SDS outcome data was available for at least one post-baseline study visit. Missing data were not imputed. For data on baseline characteristics and the primary outcome measure (SDS subscales), subgroup analyses were performed by diagnostic group. The analysis is principally descriptive. Statistical comparison of rating scale scores between inclusion and the follow-up visits was performed using the paired Student's t-test; categorical variables were compared using the Chi-square test. All testing was two-tailed, and a probability threshold of 0.05 was taken as statistically significant. All data analysis was performed using SAS ® software version 9.1 (SAS Institute, Cary, NC).
Ethics
The study was performed according to international and French regulatory guidelines and current codes of good epidemiological practice. The aims and procedures of the study were explained and each patient provided their informed consent. Because patient care was not altered by inclusion in the study, ethics committee approval was not required. 
Results Patients
Overall, 2433 general practitioners participated in the study and included 8396 patients. Of these patients, 6977 (83.1%) attended a follow-up visit within the prespecified tolerance window at 6 weeks, and 6617 (78.8%) at 12 weeks (Figure 1 ). There was no marked difference in the rate of retention at 12 weeks between patients with different diagnoses, ranging from 75.8% for patients with social anxiety disorder to 79.9% in patients with obsessive-compulsive disorder. The most frequent diagnosis was major depressive episode (n = 6270, 74.7%) and the least frequent obsessive-compulsive disorder (n = 373, 4.4%, Table 1 ). However, multiple diagnoses were reported for many patients (n = 2280, 27.2%); most frequently major depressive episode was comorbid with an anxiety disorder (n = 1871, 82.1% of patients with comorbid disorders), and, for all diagnoses except major depressive episode, comorbid diagnoses were more frequent than isolated disorders. The sociodemographic features of the patients are presented in Table 2 . Their mean age was 48.7 years, and 67.7% were women. Around half were married (58.3%) and about one-third (33.2%) had a university education. Overall, 66.1% were in employment (employee, self-employed, or doing temporary work) at the time of the study. The sociodemographic Notes: Data were missing for certain variables for some patients; percentages are calculated with respect to the total number of patients (N) for whom data were available. Since many patients presented comorbidities, these columns are not mutually exclusive. Abbreviations: MDE, major depressive episode; GAD, generalised anxiety disorder; SAD, social anxiety disorder; PD, panic disorder; OCD, obsessive-compulsive disorder.
features were generally similar between the different diagnostic groups, although patients with obsessive-compulsive disorder were more frequently male and single ( Table 2 ).
Treatments
The treatments most commonly prescribed at inclusion were selective serotonin reuptake inhibitors, which accounted for 84.7% of all antidepressants prescribed, the remainder being principally serotonin and noradrenaline reuptake inhibitors (venlafaxine, duloxetine, or milnacipran; 13.0% of prescriptions). More than one antidepressant was prescribed to 118 patients (1.4%). For the majority of patients for whom information was available (6562 of 8351, 78.6%), this was their first antidepressant prescription for the current episode. Antidepressant treatment had been discontinued at or before the 6-week study visit for 3.3% of patients (n = 211). By the end of the study (12-week follow-up visit), this proportion had risen to 10.1% (n = 609). In addition to antidepressants, 62.4% of patients (n = 5236) were coprescribed one or more additional psychotropic drugs, most frequently anxiolytics (4635 patients, 55.2%) and hypnotics (2286 patients, 27.2%). Antipsychotics were prescribed to 225 patients (2.7%).
Effectiveness
The primary outcome measure was the change from inclusion in the mean score on the three SDS dimensions. At inclusion, the mean SDS scores were 6.5 on the work/school activities dimension, 6.8 on the social activities dimension, and 6.5 on the family life dimension. At the 12-week follow-up visit, the mean change in score on these three dimensions submit your manuscript | www.dovepress.com Dovepress Dovepress was −3.9, −4.2, and −4.0 respectively; these changes were all significant as compared with baseline (P , 0.001). At this visit, the SDS subscores had decreased by at least one point for 90.0% (work/school), 92.8% (social life), and 91.1% (family life/home responsibilities) of patients. At the 6-week study visit, the SDS dimension scores had improved by approximately 2.5 points (Table 3) . Similar SDS scores at inclusion and at both the 6-week and 12-week follow-up visit were observed in all diagnostic subgroups (Table 3) .
At inclusion, 77.1% of patients (n = 6449) scored $7 (marked or extreme disability) on at least one dimension of the SDS and 29.4% (n = 2467) scored $7 on all three dimensions. At the 12-week follow-up, the proportion of patients scoring $ 7 on any dimension had decreased to 9.2% (n = 604) and the proportion scoring $ 7 on all dimensions to 2.7% (n = 178). The proportion of patients scoring , 4 (no or mild disability) on all three SDS dimensions rose over the course of the study from 2.4% (n = 202) to 64.6% (n = 4261). Functional remission rates defined as an SDS subscore of 0 were 18.0% for the work/school dimension, 16.8% for the social activities dimension, and 19.5% for the family life dimensions. Using a subscore of #2 as the threshold, remission rates were 56.8%, 55.0%, and 58.0%, respectively. The distribution of SDS dimension scores over the course of the study is presented in Figure 2 .
The number of days of activity (work/school) lost due to symptoms over the previous week decreased from 2.3 ± 2.7 days (median 1; interquartile range 0-5) at inclusion to 0.5 ± 1.5 days (median 0; interquartile range 0-0) at the 12-week follow-up visit (mean change −1.8 ± 2.7 days; P , 0.001) and the number of days of impaired productivity decreased from 4.4 ± 2. Family life dimension range 2-7) to 0.9 ± 1.8 days (median 0, interquartile range 0-1; mean change −3.5 ± 2.8 days; P , 0.001). For the 6617 patients assessed at both inclusion and 12 weeks, the number of patients with no days lost in the previous week increased from 2861 (43.2%) at inclusion to 5333 (80.6%) at 12 weeks, and the number of patients with no days of impaired productivity increased from 851 (12.9%) to 4193 (63.4%). Anxiety and mood symptoms as perceived by the patient were rated using the HADS. The mean anxiety dimension score decreased over the course of the study from 13.1 ± 3.4 points to 5.6 ± 3.6 points (mean change −7.4 ± 4.4 points) and the mean depression dimension score from 13.5 ± 4.0 to 5.4 ± 4.2 points (mean change −8.1 ± 5.3 points). In both cases, the change from baseline was statistically significant (P , 0.001). The proportion of patients scoring $ 8, corresponding to clinically relevant symptoms, decreased from 93.0% at inclusion to 25.8% at study end for the anxiety dimension and from 91.8% to 29.7% for the depression dimension.
Severity of mental illness was rated by the investigators using the CGI-S. At inclusion, the mean CGI-S score was 4.6 ± 0.8 (median 5, corresponding to "markedly ill"). At the 12-week study visit, the score had decreased to 2.6 ± 1.3 (median 2, corresponding to "borderline mentally ill"), a mean improvement of 2.0 ± 1.4 points. The distribution of CGI-S scores is presented in Figure 3 . This distribution was significantly different between inclusion and the 12-week follow-up (P , 0.001; Chi-square test). The mean CGI-I score at the 12-week follow-up was 2.0 ± 0.9 (median 2, corresponding to "markedly improved") and 4928 patients (74.5%) were responders (CGI-I = 1 or 2) and 3433 patients (51.9%) were in remission (CGI-S = 1 or 2).
Self-reported disability versus physician-rated symptoms
The relationship between self-reported disability at inclusion (rated with the SDS) and physician-rated severity of clinical symptoms (rated with the CGI-S) was evaluated. Over the low disease severity range from CGI-S scores 1 to 4, corresponding to normal to moderately ill, the SDS scores did not vary with CGI-S score and were close to 5 for all severity grades. Nevertheless, it should be noted that the number of patients with CGI-S scores of 1 or 2 was low (n = 212; ,3% of all patients). However, between CGI-S scores 3 (mildly ill) and 7 (among the most extremely ill patients), mean SDS scores rose from around 5 to .8 (Figure 4) . At each CGI-S grade, scores on all three SDS dimensions were similar. The proportion of patients reporting severe disability (SDS score $ 7) rose from 26% to 31% (according to the dimension) at CGI-S = 3 (mildly ill) to 84%-90% at CGI-S = 6 (severely ill).
With respect to physician-rated improvement (CGI-I), the mean change in SDS dimension scores was correlated with the CGI-I score (Figure 4) . Again, all three SDS dimension scores varied in a coherent fashion. The proportion of patients with all three SDS dimension scores improved by at least one point increased from 28.0% at CGI-I = 6 (much worse) and 31.0% at CGI-I = 4 (no change) to 93.0% at CGI-I = Note: The analysis was performed on patients for whom data were available at both visits. (very much improved). The Spearman coefficients for the correlation between CGI-I improvement score and the change in SDS score between baseline and study end were 0.51 for the work dimension, 0.54 for the social dimension, and 0.50 for the family dimension.
Discussion
The principal findings of the DéPasS study were the high proportion of patients with mood or anxiety disorders in primary care who reported severe disability and who reported a significant improvement of disability following initiation of an antidepressant treatment. For patients with a major depressive episode, the results from this study are consistent with the WMH surveys, which reported that 65.8% of individuals with major depressive disorder in high-income countries reported severe disability, 8 and with clinical trials of patients suffering from a major depressive episode, who presented SDS dimension scores submit your manuscript | www.dovepress.com
Dovepress
at baseline ranging from 6.0 (work/school dimension) to 6.8 (social activities dimension). 13 Although previous data would suggest that patients with anxiety disorders report less disability than those with major depressive disorder, we did not find major differences in SDS dimension scores between the various diagnostic groups included in the study. 1 This may be explained by extensive comorbidity of depression with anxiety disorders in our patients, in contrast with those included in clinical trials, where investigators are careful to exclude patients with comorbidities.
After initiation of antidepressant treatment in our patient cohort, the proportion of patients reporting severe disability on any dimension in the previous week declined from 66.3% to 7.0%, a mean decrease in SDS score of 3.9-4.2 (according to the dimension), a response rate of 90.0%-92.8%, and a remission rate of 17.1%-19.5%. These treatment effects are generally consistent with those reported in randomized clinical trials of selective serotonin reuptake inhibitors and serotonin/noradrenaline reuptake inhibitors in anxiety disorders or in major depressive disorder. 13 Two large observational studies have evaluated self-reported disability with the SDS, both of which included over 5000 patients with major depressive disorder starting treatment with selective serotonin reuptake inhibitors. 17, 18 The first, conducted in the US, reported a baseline SDS score of 6.0-6.8 (depending on the dimension), a decrease in score 8 weeks after starting treatment of 2.5-2.9 points, and a proportion of patients with mild or no disability (score , 4) of 51%-58%. 17 The second study, performed in Greece, reported a proportion of patients with mild or no disability after 12 weeks of treatment of 80%-84%. 18 The results of the DéPasS study are consistent with these previous findings. Nonetheless, it should be noted that, for the DéPasS study, as for other noncomparative observational studies, a causal relationship between antidepressant treatment and reduction in disability cannot be demonstrated formally in the absence of an untreated control group.
Reductions in disability were already observed at the 6-week follow-up visit. It is possible that further improvement would have been seen if follow-up was continued up to 24 weeks, as recommended in current practice guidelines. 19, 20 Moreover, the mean number of days "out of role" due to symptoms and the mean number of days with reduced productivity in the previous week were reduced by a factor of four after 12 weeks of treatment, to less than one day per week. These findings are again consistent with the previous Greek study. 18 The extent of the decrease in SDS score was correlated with the reduction in psychiatric symptoms, as measured by the CGI-I, as reported in previous studies. 21, 22 In parallel, the proportion of patients with clinically significant symptoms (HADS score $ 7) decreased to ,30%. These observations suggest that the SDS is both a relevant and valid measure of disease-related disability in this patient population.
The finding that self-reported disability is improved to a significant extent after starting antidepressant treatment, together with the observation that around two-thirds of patients in the study were severely disabled, suggests that such treatment is both justified and useful, and that clinical practice observed in a primary care context in this study is appropriate and effective.
At inclusion, we noted that even patients rated by their physicians as mildly ill report significant disability. The observation of significant disability in patients with mild depression or anxiety disorders has been made previously. 23 More surprising was the finding of an apparent "floor effect", with patients rated between 1 (not ill) and 4 (moderately ill) on the CGI-S having essentially similar levels of self-reported disability. This finding needs to be interpreted with caution, firstly because of the low patient numbers at the bottom end of the CGI-S scale and, secondly, because it is unclear why a physician who diagnosed a patient with a mood or anxiety disorder sufficiently severe to warrant treatment would rate the patient at 1 on the CGI-S (normal, not ill at all). This may suggest that the CGI-S was not understood or used appropriately in some cases.
Given the naturalistic setting of the study, participating general practitioners made a diagnosis on the basis of their own experience and judgment, rather than using a standardized diagnostic algorithm, and no attempt was made to ascertain whether the diagnoses given actually corresponded to DSM-IV Text Revision criteria. However, a survey of primary care physicians prescribing selective serotonin reuptake inhibitors in France revealed that operational diagnoses of general practitioners were generally consistent with a DSM-IV Text Revision diagnosis made a posteriori. 24 The DéPasS study has several strengths and limitations. Its strengths include the large number of participating general practitioners and patients (.8000) and the naturalistic treatment setting. The investigator sample corresponds to approximately 3% of all general practitioners in France. Nonetheless, because physicians who declined to participate may see different types of patients or have different treatment practices than participants, these results may not be representative of all general practitioners. Although the proportion of patients who failed to return for a follow-up visit was relatively low (−20%), it cannot be excluded that submit your manuscript | www.dovepress.com
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Neuropsychiatric Disease and Treatment 2012:8 treatment outcome differed between the patients analyzed and those who failed to return for a follow-up visit.
In conclusion, this large naturalistic study in primary care in France showed that patients presenting to general practitioners for mood and anxiety disorders report significant disability and that this can be reduced effectively and rapidly after antidepressant treatment is initiated. Relief of self-reported disability is correlated with clinical improvement.
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